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P riod for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6} MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b) 

Status 

1 )E3 Responsive to communication(s) filed on 02 September 2003 . 
2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) IEl Claim(s) 2,21,25,28-32.37.44.50.51.54.56-62,64,65 and 69-71 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) |EI Claim(s) 28-32 is/are allowed. 

6) lEl Claim(s) 2.21.25.37.44.50.51.54.56-62.64.65 and 69-71 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .1 21 (d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
Priority under 35 U.S.C. §§119 and 120 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)DAII b)Q Some*c)D None of: 

1 Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

13) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application) 

since a specific reference was included in the first sentence of the specification or in an Application Data Sheet. 
37 CFR 1.78. 

a) □ The translation of the foreign language provisional application has been received. 

14) E1 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 since a specific 

reference was included in the first sentence of the specification or in an Application Data Sheet. 37 CFR 1 .78. 

Attachment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) Q Notice of Draftsperson's Patent Drawing Review (PT0-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) Q Other: 

U S. Palent and Trademark Office ~ " ~ 

PT0L-326 (Rev. 11-03) Office Action Summary Part of Paper No. 111803 
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DETAILED ACTION 

Applicants' amendment and declaration under 37 CFR 1.801 to 1.809 filed 9-2-03 have 
been entered. Claims 2, 21, 25, 37, 44, 50, 51, 56, 58, 60, 61 and 69 have been amended. 
Claims 19, 38-40, 42, 45-49, 52, 53, 55, 63 and 66-68 have been canceled. Claims 2, 21, 25, 28- 
32, 37, 44, 50, 51, 54, 56-62, 64, 65 and 69-71 are pending and under consideration. 

Claim Rejections - 35 USC §112 

1 . The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. Claims 2, 21, 25, 37, 44, 50, 51, 54, 56-62, 64, 65 and 69-71 remain rejected under 35 
U.S.C. 1 12, first paragraph, because the specification, while being enabling for adenovirus fiber 
16 chimera that infects HUVEC endothelial cells or smooth muscle cells significantly better than 
the control adenovirus type 5 in vitro and none of the disclosed fiber chimeras are targeted 
specifically to liver and spleen in vivo, does not reasonably provide enablement for recombinant 
adenovirus 12, 16, 28, or 40-L comprising any tissue determining fragment with a reduced 
tropism for liver cells, an adenovirus capsid with a reduced tissue tropism for liver cells 
comprising proteins from at least two different adenoviruses and at least one protein includes at 
least a tissue tropism determining fragment of a fiber protein of adenovirus 12, 16, 28, or 40-L, a 
method of making said adenovirus capsid, a recombinant adenovirus comprising a recombinant 
adenovirus capsid having peptides from at least two different adenoviruses and at least one of 
said peptides comprises a tissue tropism determining fragment of a fiber protein of adenovirus 
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1 1, 16, 35, or 51, and said recombinant virus capsid has an increased tropism for endothelial cells 
when compared to wild type adenovirus capsids, a composition comprising the recombinant 
adenovirus of claim 2, and any recombinant adenovirus having a capsid with a reduced tropism 
for liver cells or an increased tropism for smooth muscle cells and endothelial cells, wherein said 
recombinant adenovirus comprises a chimeric fiber protein comprising at least the knob domain 
of a fiber protein of adenovirus type 11, 16, 35, or 51 and the remaining part of the fiber protein 
is of a different adenovirus serotype. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention commensurate in scope with these claims and is repeated for the reasons set forth in 
the preceding Official action mailed 6-6-03 (Paper No. 27). Applicant's arguments filed 9-2-03 
have been fully considered but they are not persuasive. 

Applicants argue that the claims have been amended to read on the tissue tropism 
determining fragment of adenovirus 12, 16, 28, or 40-L or adenovirus 11, 16, 35, or 51 and the 
specification discloses recombinant adenovirus or capsids having an increased tissue tropism for 
endothelial cells or smooth muscle cells and method of reducing a tissue tropism of a 
recombinant adenovirus using peptides of a fiber protein (amendment, p. 14, 15). This is not 
found persuasive because of the reasons set forth in the preceding Official action mailed 6-6-03 
(Paper No. 27). Although the claims have been amended to specify the recited adenoviruses, the 
claims encompass using various protein fragments of fiber proteins from different adenoviruses 
to reduce tissue tropism for liver cells or to increase tissue tropism for endothelial cells and 
smooth muscle cells. The specification fails to disclose the structural feature of various 
adenovirus fiber proteins that contributes to the reduced tropism for liver cells or increased 
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tropism for endothelial cells and smooth muscle cells. Since protein function was unpredictable 
from mere amino acid sequence, one skilled in the art at the time of the invention would not 
know whether the claimed recombinant adenoviruses or recombinant adenovirus capsids would 
have a reduce tropism for liver cells or an increased tropism for endothelial cells and smooth 
muscle cells and would not know how to use the claimed recombinant adenoviruses or 
adenovirus capsids. Thus, one skilled in the art at the time of the invention would require undue 
experimentation to practice over the full scope of the invention claimed. 

Conclusion 

Claims 2, 21, 25, 37, 44, 50, 51, 54, 56-62, 64, 65 and 69-71 are rejected. Claims 28-32 
are in condition for allowance. 

3. THIS ACTION IS MADE FINAL, Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shin-Lin Chen whose telephone number is (703) 305-1678. The 
examiner can normally be reached on Monday to Friday from 9:30 am to 6 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Reynolds can be reached on (703) 305-4051. The fax phone number for 
this group is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group receptionist, whose telephone number is (703) 308-0196. 




Shin-Lin Chen, Ph.D. 



